Several fungi pathogenic for man, including Blastomyces dermatitidis, Histoplasma capsulatum, and Candida albicans, are known to possess endotoxin activity upon injection into experimental animals (Baker, Am.
XVhile attempting to characterize and define further the nature of the endotoxin of B. dermatitidis, we found a method for treating cells which considerably enhanced their toxicity to mice.
Flasks of a liquid medium containing 40 g of glucose, 10 g of Tryptose (Difco), and 2 g of yeast extract in 1 liter of distilled water were inoculated heavily with yeast-phase cells of B. dermatitidis 6046, and were placed on a platform shaker at 37 C. After 3 to 5 days, the cells were harvested by centrifugation, washed three times with water, and suspended in a quantity of water equal to the packed-cell volume recovered.
Portions of the cell suspension were transferred to separate tubes and were treated as follows. Adult (4 to 8 weeks of age) female Webster mice were inoculated intraperitoneally with 1.0 ml of one of the cell preparations, and with 0.1 ml of a suspension containing 20 mg of acetonedried tubercle bacilli strain BCG per ml. Control animals received 0.2 ml of BCG suspension and 1.0 ml of saline. Ten animals were inoculated with each preparation, and the series were run at least in triplicate.
Treatment of yeast-phase cells with trypsin or with hydrochloric acid enhanced the endotoxin activity considerably (Table 1) . Subsequent titrations of inocula revealed that less than 15 mg of trypsin-treated cells killed all animals within 48 hr, whereas more than 50 mg of untreated cells were required to produce the same effect.
Since we found previously that mice which had received large inocula of freshly prepared cell extracts (from cells in water or in saline, treated in a Mickle disintegrator for from 1 to 4 hr) did not exhibit signs of intoxication, it appears that the endotoxin of B. dermatitidis 6046 is a cell-wall rather than a cytoplasmic factor.
Whether it is related to the immunogenic principle which we have demonstrated in isolated B. dermatitidis cell walls, and which others have found in the cell walls of other pathogenic fungi (Salvin and Ribi, Proc. Soc. Exptl. Biol. Med. 90:287, 1955 ), remains to be seen.
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